A 9-year-old male child presented with asymptomatic skin-colored-to-yellowish nodules over both the buttocks, feet, and over the right Achilles' tendon for 4 years. There was a history of similar complaints in elder sibling and also a history of premature sudden cardiac death in father. Biopsy from the lesions was suggestive of xanthoma. Fasting lipid profile was consistent with the pattern of Type IIa hyperlipoproteinemia. The child was further worked up for systemic involvement which was normal. He was started on rosuvastatin and fenofibrate and is under regular follow-up. The timely diagnosis of familial hypercholesterolemia, especially the homozygous variant, is important for early intervention and prevention of complications.
Introduction
Xanthomas are subcutaneous lipid depositions usually caused by derangement of lipoprotein metabolism. [1] They are considered to be the marker of hyperlipoproteinemia. [2] Xanthomas in children and adolescents are more suspicious of severe form of hyperlipidemias. [3] Here, we report a case of tuberous and tendinous xanthomas in a 9-year-old child with the lipid profile pattern consistent with Type IIa hyperlipoproteinemia.
Case Report
A 9-year-old male child born to second-degree consanguineous couple presented with multiple asymptomatic swellings over the buttocks and feet for 4 years. They were insidious in onset and gradually progressive. Initially, lesions were noticed over the buttocks which gradually increased in size and number while progressing to the feet. The patient was otherwise healthy with no systemic complaints. A history of similar complaints was present in the elder sibling. The patient's father died of myocardial infarction at the age of 42 years. Cutaneous examination revealed multiple, well-circumscribed, nontender, mobile, yellowish-to-skin-colored nodules over both the buttocks [ Figure 1 ], medial aspect of base of both great toes, and lateral aspect of the left fifth toe [ Figure 2 ]. Size of the nodules was ranging from 1 cm to 5 cm in diameter with soft to firm consistency. A solitary firm nodule measuring 2 cm × 1 cm was seen over the lower part of the right Achilles' tendon [ Figure 3 ]. Skin over elbows, knees, palms, and soles was normal. Investigations including complete blood count, liver function tests, renal function tests, thyroid function tests, ultrasonography of abdomen, electrocardiogram, and chest X-ray were within normal limits. His fasting lipid profile showed increased levels of total cholesterol (536 mg/dl) and low-density lipoprotein (LDL) (472 mg/dl), with normal very LDL (VLDL) (21 mg/dl), triglycerides (105 mg/dl), and high-density lipoprotein (HDL) (43 mg/dl) levels. Lipoprotein(a) (Lp[a]) quantification was performed and levels were 47.80 mg/dl. Slit lamp and fundus examination of the eyes were normal. Excision biopsy of small nodule over gluteal region was done and sent for histopathological examination. Hematoxylin and eosin (H and E) stain showed plenty of foamy macrophages with areas of cholesterol clefts in the collagen bundles [ Figure 4 ]. Based on history, clinical features, and investigation findings, a diagnosis of homozygous familial hypercholesterolemia (FH) with tuberous and tendinous xanthoma was made. Lipid profile screening of all family members was advised as this condition is familial. Dietary
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For reprints contact: reprints@medknow.com advice regarding strict control of fat was given. The patient was started on lipid-lowering drugs -rosuvastatin 5 mg/ day and fenofibrate 72.5 mg/day -and is under regular follow-up.
Discussion
Xanthomas are cutaneous lesions seen as a result of altered lipoprotein metabolism. It may arise even without any intrinsic metabolic defects. [4] Xanthomas are benign plaques or nodules consisting of macrophages laden with cholesterol and cholesterol esters (foam cells). [5] Frederickson classified hyperlipoproteinemias into five types based on electrophoretic banding of plasma lipoprotein fractions. [6] Type I and Type IIa are familial forms and usually seen in children. Type IIa, also called FH, is an inherited autosomal dominant condition which has two forms, i.e. heterozygous and homozygous. Heterozygous FH is more common, with a prevalence of 1 in 500 whereas homozygous FH is rare, with a reported prevalence of 1 in 1,000,000. [7] Symptoms developing early in life with very high cholesterol levels are usually seen in homozygotes which is also the scenario in our case while heterozygotes develop symptoms in third to sixth decades of life. A definitive diagnosis of FH was made in our case based on Simon Broome Register criteria for diagnosing FH. [8] Defective functioning of LDL receptor leading to accumulation of LDL was found to be the underlying abnormality of FH. Clinically, FH presents with tuberous, tendinous, tuberoeruptive, and planar xanthomas. [9] The principal cutaneous manifestation of FH is the presence of tendon xanthomas seen frequently over the extensor tendons, especially the Achilles' tendon and those over knuckles, and is often helpful in establishing the diagnosis. Though they are cardinal cutaneous manifestations, they are not invariably present, especially if treatments to reduce the LDL cholesterol were initiated at a sufficiently early age. [10] Tuberous xanthomas present as firm, painless, yellow-red nodules usually seen over the extensor areas of the limbs, buttocks, and pressure areas. [11] Fibrous tissue and cholesterol content make xanthomas nodule feel hard which may also get inflamed. The condition is characterized by raised total and LDL cholesterol, slightly low HDL cholesterol, and normal triglyceride levels. [4] Histopathology of tuberous xanthoma is characteristic and similar to tendon xanthomas with large aggregates of foam cells, which are macrophages containing lipid, with areas of cholesterol clefts in the dermis. Touton giant cells or other inflammatory cells are usually not seen. [12] Treatment options include lifestyle modification with dietary changes and medications. Statins which inhibit 3-hydroxy-3-methylglutaryl coenzyme A reductase enzyme in cholesterol synthesis are used in reducing the cholesterol levels. [13] Other lipid-lowering drugs that can be combined with statins are bile acid sequestrants, ezetimibe, niacin, fibrates, and probucol. [10, 14] Tendon xanthomas may respond to lipid-lowering drugs while tuberous xanthomas which are large might require surgical excision. [10] There is a striking preponderance of coronary artery disease in patients with FH leading to premature onset of cardiovascular disease (CVD) and sudden cardiac death. Raised serum total and LDL cholesterol and associated endothelial dysfunction are implicated as the cause. [15] Elevated Lp(a) is also an independent CVD risk factor in patients with FH. [16] When xanthomas occur in children and adolescents, it indicates a more severe form of hyperlipidemia. Hence, early diagnosis and treatment is important in preventing complications.
Conclusion
The diagnosis of xanthomas, especially in younger age group, is important for the fact that they are indicators of development of premature coronary artery disease. Early diagnosis and treatment and screening of the family members help in decreasing the risk of such complications. This case particularly being a homozygous variant is presented for its rarity.
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